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1 . This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of ^ sheets, including this cover sheet. 

ff^] This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings 
which have been amended and are the basis for this report and/or sheets containing rectifications made 
before this Authority (see Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of * sheets. 



3. This report contains indications relating to the following items: 

Basis of tile report 
Priority 

Non-establishment of report with regard to novelty, inventive step and industrial applicability 



Reasoned statement under Article 35(2) widi regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



I 




n 


□ 


in 




IV 


□ 


V 




VI 


□ 


vn 


□ 


vm 


[XI 



Certain observations on the international application 



Date of submission of the demand 
20 February 2001 (20.02.2001) 



Date of completion of this report 
27 January 2003 (27.01.2003) 



Name and mailing address of the IPEA/US 

Commissioner of Patems and Trademarks 
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Washington, D.C. 20231 
Facsimile No. (703)305-3230 



Telephone No. 703-308-1235 



Form PCT/IPEA/409 (cover sheet)(July 1998) 



INTERNATIONAL 



PRELIMINARY EXAMINATION REPORT 



PCT/US00/20007 



, i. Basis otthereport^ _ -~7^»T* 

~ te intend application as ongmally filed. 
I the description: y 

paBeS fe filed with the demand 

pages NOiS • ith ^ lett er of . 

pages NONE. — • nleu 




*' filed with the demand 

"* filed with the letter of . 



as originally filed 
filed with the demand 
filed with the letter of. 



pages NONE — 

pages NONJ ^ fik d wifr the demand . 

pages NONJ ' ffled with the letter of ^e^n^otitis Authority m the 

international prehrmnary examma 

§========. — , 

□ Tto " to ,eco ' aM 

has been furnished. I 

Q the description, pages NONE 
n the claims, Nos. NONE 

Q the drawings, sheets/^ NONE ^.^^^ since *ey have **n co^red to 

** replacitent sheet coMomm S . 

Wn^CT7iPEAM09(B^^^ 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US00/20007 



HI. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The question whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), or 
to be industrially applicable have not been and will not be examined in respect of: 

1 1 the entire international application, 



claims Nos. 19 
because: 



□ 

the said international application, or the said claim Nos. relate to the following subject matter which does 

not require international preliminary examination (specify): 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 19 are so unclear 
that no meaningful opinion could be formed (specify): 

Because they are dependent claims and are not drafted in accordance with the second and third sentences of PCT Rule 6.4(a). 



the claims, or said claims Nos. are so inadequately supported by the description that no meaningful 

opinion could be formed. 

I 1 no international search report has been established for said claims Nos. 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
seq uence listing to comply with the standard provided for in Annex C of the Administrative Instructions- 

□ 

the written form has not been furnished or does not comply with the standard. 

□ 

the computer readable form has not been furnished or does not comply with the standard. 
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Vm. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims 
are fully supported by the description, are made: 

Claims 17 and 18 are objected to as lacking clarity under PCT Rule 66.2(a)(v) because the claims are not fully supported by the 
description. The application, as originally filed, did not describe: a method for selectively inhibiting a cell via administration of an 
enzyme activated prodrug wherein an effective amount of a compound that diminishes intracellular thymidine or purine, or an 
effective amount of 6-mercaptopurein, thioguanine, or 2'-deoxycoformycin is additionally added. 

Guidance is provided for the use of the prodrug to target certain enzymes, such as thymidylate synthase, however, there is no 
guidance in the specification on the use of additional agents such as 6-mercaptopurein, thioguanine, or 2'-deoxycoformycin along 
with a prodrug to produce a toxic effect in a pathological cell. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Powell also teaches an assay method for the prodrug which selectively inhibits a pathological cell via activation of the compound by an 
intracellular enzyme (See examples 8 and 9). 

Powell does not specifically teach that the overexpression is caused by either chemotherapy or loss of tumor suppressor function; 
however, the method of Powell encompasses the use of overexpressing enzymes associated with the clinical disease states of either 
cancer or cellular apoptosis. Whether the overexpressing is caused by chemotherapy or tumor suppressor function, one of skill in the 
art would have been motivated to administer a prodrug activated by an overexpressing enzyme given the prior art's use of activated 
prodrugs to treat hyperproliferative conditions such as cancer or cellular apoptosis. Chemotherapy and loss of tumor suppressor 
function are affects of cancer therapy. Since the prior art teaches the use of an enzyme activated prodrug for the treatment of cancer, 
the causation of the overexpressing enzyme is moot with regards to the use of the enzyme for the activation of the prodrug into a 
compound that is toxic for a pathogenic cell. 

Claims 2 and 3 meet the criteria set out in PCT Article 33(2) & (4) , because the prior art does not teach or fairly suggest the use of 
the dinitrogen heterocyclic compounds of the invention as prodrugs for activation by overexpressing enzymes; moreover, the use of 
these prodrugs would find industrial applicability in cancer therapy. 
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